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Fig. S1: Structures of 29 FDA/EMA-approved medicines and rupintrivir whose IC50 values in 

inhibiting MPro were determined in the study.  

 

  



 

 

 

 

 

 

Fig. S2 Comparison of MPro activity in assay buffers containing 20% DMSO and 1% DMSO. 
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Fig. S3: Microscope-recorded cytopathogenic effect (CPE) observation in Vero E6 cells that were 

infected by SARS-CoV-2 and grown in the presence of different concentration of bepridil or 0.1% 

DMSO as a positive control. Experimental conditions:  Confluent Vero E6 cells grown in 96-wells 

microtiter plates were treated with various concentrations of bepridil before infection with ~100 

infectious SARS-CoV-2 particles in 100 µL EMEM supplemented with 2% FBS. Cells treated 

with 0.1% DMSO and virus were included as positive control. After cultivation at 37 °C for 3 

days, individual wells were observed under the microcopy for the status of virus-induced formation 

of CPE. Concentrations above 6.25 µM led to a same result as 6.25 µM and therefore are not 

shown.  



 
Fig. S4: Microscope-recorded cytopathogenic effect (CPE) observation in A549/ACE2 cells that 

were infected by SARS-CoV-2 and grown in the presence of different concentration of bepridil or 

0.1% DMSO as a positive control. Experimental conditions:  Confluent A549/ACE2 cells grown 

in 96-wells microtiter plates were treated with various concentrations of bepridil before infection 

with ~500 infectious SARS-CoV-2 particles in 100 µL EMEM supplemented with 2% FBS. Cells 

treated with 0.1% DMSO and virus were included as positive control. After cultivation at 37 °C 

for 4 days, individual wells were observed under the microcopy for the status of virus-induced 

formation of CPE. Concentrations above 6.25 µM led to a same result as 6.25 µM and therefore 

are not shown.  



 

Table S1: SARS-CoV-2 induced CPE in (A) Vero E6 and (B) A549/ACE2 cells in the presence 

of bepridil 

 

A. Vero E6 cells  

 

B. A549/ACE2 cells 

 

  

Bepridil (µM) Repeat #1 Repeat #2 Repeat #3 Repeat #4 Repeart #5 Repeat #6 
25 No CPE No CPE No CPE No CPE No CPE No CPE 
12.5 No CPE No CPE No CPE No CPE No CPE No CPE 
6.25 No CPE No CPE No CPE No CPE No CPE No CPE 
3.125 CPE CPE CPE No CPE CPE CPE 
1.56 CPE CPE CPE CPE CPE CPE 
0.78 CPE CPE CPE CPE CPE CPE 

Bepridil (µM) Repeat #1 Repeat #2 Repeat #3 Repeat #4 Repeart #5 Repeat #6 
50 No CPE No CPE No CPE No CPE No CPE No CPE 
25 No CPE No CPE No CPE No CPE No CPE No CPE 
12.5 No CPE No CPE No CPE No CPE No CPE No CPE 
6.25 No CPE No CPE No CPE No CPE No CPE No CPE 
3.125 CPE CPE CPE CPE CPE CPE 
1.56 CPE CPE CPE CPE CPE CPE 
0.78 CPE CPE CPE CPE CPE CPE 



 
Fig. S5: Viability of Vero E6 and A549/ACE2 cells at different concentrations of bepridil.  
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